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Histozathological erminations ware condusted o1 the
tissies of rats of the centrol, 39, and 1.0 mg/kg/day
doses at 12 menghs and Zroa rats of tha control and
3.0 mg/kg/day crowps ac che othar necrocgsies. Tissues
of a2l rats with gross evidance of tmor éavelcrient
wara also subjectad to histupathologic evaluation.

2. Resiiss

No alzeraticns or Geviaticrs ao=ributable to treatment
were noted by any of e following criteria:

appaarance and C=meEor rortality

"boc; welght fcod consarption
hezatology wrinalyses
clinical chemistry organ weicht

gress pathology histcpathology

The plasma ané RBC ChE activity was consistently recduced
in th2 3.0 ané 1.0 mg/kg/day rzts of both sexes. The
brair CaZ was inhibitsd in the 3.0 m/kg/Cay rats. The
REC CAE of the 0.1 mg/kg/day F was irhibited at 2 of th2

test periods (30 and 265 cays). The remaining 6 deter-
minaticns were rormal.

3. Conciusion

Based upcn RBC ChE ac-ivity, the NEL for rats fed Durs-
ban for 2 vears is 0.1 my/xs/Czy. (2 pam)

sasults of Two-Year Dietary Feeding Stidies cn Soweo 179 in
seagle Dogs (Dow; Decerper 10, 1977)

1, Procecixe

Dowco 179 mixed with srownd P=ina ciow was fad to Beagle
Dogs for up to 2 years at leve's of 0, 3.0, 1.0, 0.03,
or 0.C% mg/xg/day. Cooups of 3 Zocs/sex/desage lavel
were fed for 1 year =2 nacrozsizd immediately Or after
a 3 mcnth reccvery meriod in Paase aA. Grouss of 4 dogs/
sex/dcsaga level wers fad for 2 -pears in Phase 3. ALl
dngs ware cbsarved Gzily for changes in demearor. [Selovy
welmts were recordéed weekly te first 6 months and bi-

2, T -7 - -y 3 5 - - v o o s
weekly thersafter. Iood Intaie “as measizec s2ekly
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during remths 1-3 and 1 waak/ronth thereafter.

#omatslozic studies (CV, Hgb, REC, total and i ffarential
wBC, proarcabin) wers ceaducted cn all the 0, 3.0, 2xd
1.0 rg/ky/éav dogs twice pre-test ardat 1, 3 (&), 6 (3,
12, and I4 (B} ronths. Urinalises {scacific gravity,

i, sugaz, aibuwwn, microscopic sediment exam) wWar2
perinmes on the same docs at pre-test 1, 12, and 24 2)
ronths. 20N, SaP, SGCT, and SGPT wexe reasurs¢ on all
Thase A &cs twice pre-test and after 1, 3, 6, anc 12
months. All Fhase B dogs wera testad for these capolgs
twice pre-test and after 1 and 24 months. Tae 9, 3.0,

ard 1.6 iccs wera alsc sztplad aftar 6, 12, aré 12 rooh
BSP was measured on all Piase B dogs twice pre-test and
terminally and on the 0, 3.0, and 1.0 dogs after 12 mxaths.

ChE acti7ity in the plasma and REC of all dogs was
determir=d 2(B) to 3(A) times prior to feeding the
test dies, and after 1 week and 1, 3, 6, 9(a), 12,
15(8), 12(B), and 24(B) months. REC ard plasme CZ
was measzrad on all dogs (A) placed on the reccvery
diet and Z3C ChE was measured on the 0, 3.0, 1.3.

and 6.1 Zocs at 6 weexs and the 0, 3.0, and 1.2 cocs
~~5ffar 3 somths on ccntrol feed. Erain ChE was —easurad
on all &cgs necropsied after 1 and 2 y2ars and cn the
0, 3.0, znd 1.0 rg/kg/Cav Sogs placed on recovery fcr
3 months. A modification of the pH Stat rethod was
used for all ChE determinations.

The Phasz 3 dogs were given conplets chysical exaxi-
naticns srior to terminzticn ircluding routine nexo-
logic axi ophthalroscopic evelvaticns. Followznc

gross necropsy examiraticns, the neart, liver, brziz,
kiéners, spleen, and testes were reroved ard weictec.
Microscopic examinations were conducted on the Zellowing
tissves <rom the 0, 3.0, and 1.0 mg/kg/day dogs —=m
chase A and frcm 0 and 3.0 Phase 3 dogs (HSE s==2in):

heart pituitars ciland escohagus sciazic nz=va
livar thyroid glasd lungs spir=2l —ord
prain parathyrcic gland eortca starmi
kicdnavs srall inteszine stomach stermal o=
TArToM
spleen resenteric lywzh pancreas adremal zlzrd
nodas
testes urinary blaider colen
eye acecessory sax ovaries
glards
trachea skeletal muscle  uterus
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2. Rasults

Yo treatment-related sioms were noted by the follovinz

f"iteria:
Apgearance and cameancr EcZy wa2ich:
Food corsurption Hametclogy
Urinalvses Clinical Crent=try

Ante-mortem physical examinaticn (Phase B only
Crass and microscepic post-mortam evamination

Th2 rean liver/cody weight ratio ir n rele éocs receiving
3.0 = ,.\g/d..v Dewoo 179 was in ea_sed. The plasza =

was significantly depressed at cosages of 0.1 mz/s/éay 27
for 1 year in the Phase A dogs and 541 c‘.ays in &he Fhase
E dogs. e plaswa ChE of the 3.0 and 1.0 mg/’(r"c:v

dogs was deoressed throughout the study pericd. Te
0.03 mg/kg/day dogs exhibited a c':’_ecressxm in plagra
ChE at some sarpling-times. Plaswa CnE returned t=
nor"al within 2 weeks after being fad cz::"v'ol diet.

2 M= activities of PBC of dogs recaiving 3.0 ans
l. O 11/%g/day were depressad. REC ChE activizy remzmed
to pr- -test levels in male and female dos mintaized
... cont_ol feed for 3 ronths sibsegquent TO receivizy
—-es of 3.0 and 1.0 mg/kg/cay Dowco 17% for 1 weas.
Jrain ChE activity was slichtly depressed in docs
receiving 3.0 ng/kg/day for 2 years.

3. Conciusions

Tha ChE ML in dogs fed Doweo 179 for 2 wears kases xn
REC anc plasma CaE irhibition is 9.1 my/xg/<2v. (£ o).
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